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DETAILED ACTION 
Election/Restrictions 
Restriction to one of the following inventions is required under 35 U.S.C. 121: 

I. Claims 1-10, drawn to Pyridopyrimidines, classified in class 544; 514, 
subclass /279, 363; 264.1, 264.11, 253.05. 

II. Claims 1, 3-10, drawn to Isoquinolines, classified in class 546; 514, 
subclass 141,143; 309, 310. 

in. Claims 1-10, drawn to Pyridopyridines, classified in class 546; 514, 
subclass 122; 300. 

IV. Claims 1, 3-10, drawn to Quinazolines, classified in class 544; 514, 
subclass 283, 286, 287, 291, 292, 293; 266.2, 266.22. 

V. Claims 1, 5-10, drawn to Cinnolines, classified in class 544; 514, subclass 
235; 248. 

VI. Claims 1, 5-10, drawn to Phthalazines, classified in class 544; 514, 
subclass 237; 248. 

VII. Claims 1, 5-10, drawn to Quinoxalines, classified in class 544; 514, 
subclass 353, 354, 356; 249. 

VIII. Claims 1, 5-10, drawn to Quinolines, classified in class 546; 514, subclass 
153, 157, 159, 163, 168, 169, 171, 176, 183; 312, 313, 314. 

IX. Claims 1, 5-10, drawn to Pyridopyrazines, classified in class 544; 514, 
subclass 350; 249. 

X. Claims 1, 5-10, drawn to Pyridopyridazines, classified in class 544; 514, 
subclass 236; 248. 
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XI. Claims 1, 5-10, drawn to Pteridines, classified in class 544; 514, subclass 
257, 258, 259, 260; 249. 

XII. Claims 1, 5-10, drawn to Pyrimiclinopyriniidines, classified in class 544; 
514, subclass 236; 248. 

XIII. Claims 1, 5-10, drawn to Pyrinudinopyridazines, classified in class 544; 
514, subclass 236; 248. 

XIV. Claims 1, 5-10, drawn to Pyrimidinotriazines, classified in class 544; 514, 
subclass 184; 243. 

XV. Claims 1, 5-10, drawn to Benzotriazines, classified in class 544; 514, 
subclass 183; 243. 

XVI. Claims 1, 5-10, drawn to Pyridotriazines, classified in class 544; 514, 
subclass 184; 243. 

XVII. Claims 1, 5-10, drawn to Pyridazineotriazines, classified in class 544; 514, 
subclass 184; 248. 

XVIII. Claims 1, 5-10, drawn to Pyridazinotriazines, classified in class 544; 514, 
subclass 249; 184. 

XIX. Claims 1, 5-10, drawn to other, classified in class 544; 514, subclass 
various. 

The inventions are distinct, each from the other because of the following reasons: 

The groups are seen as structurally distinct because each provides for a different 
heterocyclic core, each of which would be patentably distinct. These different in the 
number of heteroatoms present, and how they are bonded to each other in the rings. 
Group XIX arises from the circumstance where E and R10 combine to form a third ring. 
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Because these inventions are distinct for the reasons given above and have 
acquired a separate status in the art as shown by their different classification, restriction 
for examination purposes as indicated is proper. 

Claims 1 and others link all the inventions. These claims are examined to the 
extent that they read on the elected invention. 

During a telephone conversation with Lorrie Duncan on 7/23/2004 a provisional 
election was made with traverse to prosecute the invention of Group I, claims 1-10. 
Affirmation of this election must be made by applicant in replying to this Office action. 
Claims (none) are withdrawn from further consideration by the examiner, 37 
CFR 1.142(b), as being drawn to a non-elected invention. 

Applicant is reminded that upon the cancellation of claims to a non-elected 
invention, the inventorship must be amended in compliance with 37 CFR 1.48(b) if one 
or more of the currently named inventors is no longer an inventor of at least one claim 
remaining in the application. Any amendment of inventorship must be accompanied by 
a request under 37 CFR 1.48(b) and by the fee required under 37 CFR 1.17®. 

Claims 1-12 are rejected as being drawn to an improper Markush Group. The 
claims are drawn to multiple inventions for reasons set forth in the above requirement 
for restriction. This does not constitute an art recognized genus. The claims are 
examined only to the extent that they read on the elected invention. Cancellation of the 
non-elected subject matter will overcome the rejection. This can be done by 1) setting 
X=Y=N, 2) requiring that exactly one of A, B, D and E is N, and 3) removing the E-R10 
combined option. For claim 5, it would be just a matter of removing the next to last 
species. 
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Claim Rejections - 35 USC §112 
The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and 
process of making and using it, in such full, clear, concise, and exact terms as to enable any 
person skilled in the art to which it pertains, or with which it is most nearly connected, to 
make and use the same and shall set forth the best mode contemplated by the inventor of 
carrying out his invention. 

The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and 
distinctly claiming the subject matter which the applicant regards as his invention. 

Claims 1-4, 5-10 are rejected under 35 U.S.C. 112, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter 
which applicant regards as the invention. 

1. The use of "F" for a monovalent variable, here, alkyl or substituted alkyl, is 
improper. F as a monovalent group stands for the element Fluorine. 

2. Further, if F is monovalent, then the carbon to which it is attached will have only 3 
bonds. 

3. G as N does not make sense. The N will then have only two bonds. Was NH 
intended? 

4. Substituted (in e.g. R 1 : "substituted alkyl") with what? Note that Rl includes CF 3 , 
which is already covered by substituted alkyl, is it not? 

5. The scope of R2 is unclear. How many rings can there be? What other heteroatoms 
can be present? How large can the rings be? 

6. What is the nature of the ring formed from R4 and R5? Other than the N and the M, 
wht other heteroatoms can be present? How large can the ring be? 
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Claim 5 is rejected under 35 U.S.C. 112, second paragraph, as being indefinite for 
failing to particularly point out and distinctly claim the subject matter which applicant 
regards as the invention. 

The scope is unknown. Which diseases are these? There is no standard list of CCR4 
mediated conditions. Determining whether a given disease responds or does not 
respond to such inhibition will surely involve undue experimentation. Suppose that a 
given CCR4 antagonist X when administered to a patient with Disease D does not obtain 
a response. Does one then conclude that Disease D does not fall within this claim? 
Keep in mind that: 

A. It may be that the next patient will respond. It is quite common for 
pharmaceuticals to work only with some people, not all. Thus, how many need to be 
tested? 

B. It may be that the wrong dosage or dosage regimen was employed. It is quite 
common for pharmaceuticals to work at one dosage, but not at another which is 
significantly higher or lower. Furthermore, the dosage regimen may be vital — should 
the drug be given e.g. once a day, or four times in divided dosages? Thus, how many 
dosages and dosage regimens must be tried before one is certain that this 
pharmaceutical won't affect Disease D? 

C. It may be that X simply isrit potent enough for Disease D, but that another 
antagonist Y is potent enough, so that D really does fall within the claim. Thus, how 

■ 

many different antagonists must be tried before one concludes that D doesn't fall within 
the claim? 
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D. Conversely, if D responds to Y but not to X, can one really conclude that D 
falls within the claim? It may be that the X result is giving the accurate answer, and that 
the success of Y arises from some other unknown property which Y is capable of. Thus, 
when mixed results are obtained, how many more pharmaceuticals need be tested? 

E. Finally, suppose that X really will work, but only when combined with Z. 
There are for example, agents in the antiviral and anticancer technology which are not 
themselves effective, but the disease will respond when the agents are combined with 
something else. 

F. Note that the wording of the claim is such that it covers conditions which 
would be helped by CCR4 antagonism but also conditions which would be helped by 
CCR4 agonism, and hence would be made worse by antagonism. 

As a result, determining the true scope of the claim will involve extensive and 
potentially open-ended research. Without it, one skilled in the art cannot determine the 
actual scope of the claim. Hence, the claim is indefinite. 

Claims 1-10 are rejected under 35 U.S.C. 112, first paragraph, as containing 
subject matter which was not described in the specification in such a way as to enable 
one skilled in the art to which it pertains, or with which it is most nearly connected, to 
make and/or use the invention. 

Pursuant to In re Wands, 858 F.2d 731, 737, 8 USPQ2d 1400, 1404 (Fed. Cir. 
1988), one considers the following factors to determine whether undue experimentation 
is required: (A) The breadth of the claims; (B) The nature of the invention; (Q The state 
of the prior art; (D) The level of one of ordinary skill; (E) The level of predictability in 
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the art; (F) The amount of direction provided by the inventor; (G) The existence of 
working examples; and (H) The quantity of experimentation needed to make or use the 
invention based on the content of the disclosure. Some experimentation is not fatal; the 
issue is whether the amount of experimentation is "undue"; see In re Vaeck, 20 USPQ2d 
1438, 1444. 

The analysis is as follows: 
(1) Breadth of claims. 

(a) Scope of the compounds. Owing to the broad range of the substituents Rl, 
RIO, R3 and Z, billions of compounds are covered. 

(b) Scope of the diseases covered. The scope of "CCR4 mediated conditions" is 
unknown, as set forth above. The paragraph bridging pages 35-36 of the specification 
lists (1) allergic diseases such as systemic anaphylaxis or hypersensitivity responses, 
drug allergies, insect sting allergies and food allergies, (2) inflammatory bowel diseases, 
such as Crohn's disease, ulcerative colitis, ileitis and enteritis, (3) vaginitis, (4) psoriasis 
and inflammatory dermatoses such as dermatitis, eczema, atopic dermatitis, allergic 
contact dermatitis, urticaria and pruritus, (5) vasculitis, (6) spondyloarthropathies, (7) 
scleroderma, (8) asthma and respiratory allergic diseases such as allergic asthma, 
allergic rhinitis, hypersensitivity lung diseases and the like, (9) autoimmune diseases, 
such as arthritis (including rheumatoid and psoriatic), multiple sclerosis, systemic lupus 
erythematosus, type I diabetes, glomerulonephritis, and the like, (10) graft rejection 
(including allograft rejection and graft-v-host disease), and (11) other diseases in which 
undesired inflammatory responses are to be inhibited (e.g., Alzheimer's disease), 
encephalitis, meningitis, hepatitis, nephritis, sepsis, sarcoidosis, allergic conjunctivitis, 



Application/Control Number: 10/648,677 Page 9 

Art Unit: 1624 

otitis, chronic obstructive pulmonary disease, sinusitis, Behcet's syndrome and gout. 
This is a massive list, and of course, there may be others as well. 

(2) The nature of the invention and predictability in the art: The invention is directed 
toward medicine and is therefore physiological in nature. It is well established that "the 
scope of enablement varies inversely with the degree of unpredictability of the factors 
involved," and physiological activity is generally considered to be an unpredictable 
factor. See In re Fisher, 427 F.2d 833, 839, 166 USPQ 18, 24 (CCPA 1970). 

(3) Direction or Guidance: That provided is worthless. The dosage range information 
presented on page 40, lines 11, is a 5,000,000-fold range. Moreover, it is not specific to 
any actual disease; it is completely generic. 

(4) State of the Prior Art: The compounds are benzyloxy-, benzylthio-, or benzylamino- 
pyridopyrimidines with a particular substitution pattern. . So far as the examiner is 
aware, no benzyloxy-, benzylthio-, or benzylamino-pyridopyrimidines have been used 
for treatment of any such diseases 

(5) Working Examples: There are none for treatment or prevention of any disorder. 
Indeed, there is no biological data of any kind presented for any specific compound. 

(6) Skill of those in the art: The skill level in this art is extremely low. The area of CCR4 
antagonists in its total infancy. The Barnes, Cytokine & Growth Factor Reviews Volume 
14, Issue 6 , December 2003, Pages 511-522 reference devotes exactly one sentence to 
the topic on page 517, and even that only presents the possibility of a type of action, 
with no reference to actual therapeutic use. The Allen et al, Bioorganic & Medicinal 
Chemistry Letters Volume 14, Issue 7 , April 2004, Pages 1619-1624 reference presents 
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in its last sentence only the possibility that such compounds might be useful, nothing 
more. It is clear that even as of 2004, this is a completely new area of research. 
Insofar as the prevention aspect is covered, preventing such diseases pharmaceutically 
is generally completely beyond the skill of medical science. Specifically: 

1. Rheumatoid arthritis. Columbia University College of P & S Complete Home Medical 
Guide entry for Arthritis PREVENTION 

< http://cpmcnet.columbia.edu/texts/guide/hmg25 0006.html > downloaded from the 
Internet 3/5/03 says, "Since the underlying causes of most types of arthritis remain 
unknown, nothing can be recommended to prevent them." It also notes that, "The 
primary exceptions are for the forms of arthritis caused by infection..." However, a) 
rheumatoid arthritis is not one of those infection-caused forms, and b) even if it were, 
these compounds are not disclosed to be anti-infectives. 

2. Psoriasis . The Medline Medical Encyclopedia entry for Psoriasis 
< http://viww.nlm.n^ downloaded from the 
Internet 3/5/03 states that there is no known method to prevent it. 

3. Asthma. The MDAdvice.com entry for Asthma 

< h1ip://www.mdadvice.com/topics/asthma/inf o/l .htm > downloaded from the Internet 
3/5/03 says for prevention that, "Asthma cannot be prevented." There are of course 
many drugs to treat asthma, but these do not prevent a person from having asthma. 

4. COPD. The AllRefer.com Health entry for Chronic Obstructive Pulmonary Disease 
< http://health.allrefer.com/health/chronic-obstm 

prevention.html > downloaded from the Internet 8/23/04 lists for Prevention, "Avoidance 
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of smoking". This is the only method for prevention which is ever listed for this 
disorder, because it is the only known method to prevent. 

It is clear from the above that the skill level in the art of preventing such 
disorders is essentially rock-bottom. None of these can be prevented. 

The assorted journal articles cited by applicants have been reviewed. So far as 
the examiner can determine, none of them involved research on CCR4 receptor 
antagonists, and some didn't even mention the CCR4 receptor at all. 

(7) The quantity of experimentation needed: Especially because of issues 1), 3), 5, and 6 
and 6), the experimentation is expected to be extensive. Determining whether a drug 
prevents a disorder from occurring is especially difficult, since one often does not know 
who would have come down with the disease but for the intervention. 

MPEP 2164.01 (a) states, "A conclusion of lack of enablement means that, based 
on the evidence regarding each of the above factors, the specification, at the time the 
application was filed, would not have taught one skilled in the art how to make and/or 
use the full scope of the claimed invention without undue experimentation. In re Wright, 
999 F.2d 1557,1562, 27 USPQ2d 1510, 1513 (Fed. Cir. 1993)." That conclusion is clearly 
justified here. 

With no established method of use, the compounds themselves cannot be deemed 
enabled either. 

Claims MO are rejected under 35 U.S.C. 112, first paragraph, because the 
specification, while being enabling for other forms, does not reasonably provide 
enablement for solvates. The specification does not enable any person skilled in the art 



Application/Control Number: 10/648,677 Page 12 

Art Unit: 1624 

to which it pertains, or with which it is most nearly connected, to make the invention 
commensurate in scope with these claims. 

The claims, insofar as they embrace solvates are not enabled. The evidence of 
the specification is clear: These compounds do not possess the property of forming 
solvates; there is no evidence that such compounds even exist. 

The claims are drawn to solvates. But the example presented failed to produce a 
solvate. These cannot be simply willed into existence. As was stated in Morton 
International Inc. v. Cardinal Chemical Co., 28 USPQ2d 1190 "The specification 
purports to teach, with over fifty examples, the preparation of the claimed compounds 
with the required connectivity. However ... there is no evidence that such compounds 
exist... the examples of the '881 patent do not produce the postulated compounds... 
there is ... no evidence that such compounds even exist." The same circumstance 
appears to be true here: there is no evidence that solvates of these compounds actually 
exist; if they did, they would have formed. Hence, applicants must show that solvates 
can be made, or limit the claims accordingly. 

Information Disclosure Statement 

One reference was struck from the IDS because the citation is incomplete. The 
book, journal or whatever that this came from is not identified, nor is there a date of any 
kind. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Mark L. Berch whose telephone number is 571-272- 
0663. The examiner can normally be reached on M-F 7:15 - 3:45. 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Mukund Shah can be reached on (571)272-0674. The fax phone number for 
the organization where this application or proceeding is assigned is 703-872-9306. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. Status 
information for unpublished applications is available through Private PAIR only. For 
more information about the PAIR system, see http://pair-direct.uspto.gov. Should you 
have questions on access to the Private PAIR system, contact the Electronic Business 
Center (EBQ at 866-217-9197 (toll-free). /I /? ^ , 




Mark L. Berch 
Primary Examiner 
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